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OTHER SOURCE ( S ) : CASREACT 151:550447 

AB The present invention relates to an improved process for the preparation of 
10-oxo-lO, ll-dihydro-5H-dibenz [b, f ] azepine-5-carboxamide (oxcarbazepine) 
by reacting 10-methoxy-5H-dibenz [b, f ] azepine ( 10-methoxyiminostilbene) 
with alkali metal cyanate in presence of a-hydroxy acids followed by 
hydrolysis of the resulting intermediate. Thus, refluxing a mixture of 
10-methoxyiminostilbene with sodium cyanate and mandelic acid in toluene 
afforded 10-methoxycarbamazepine which was subsequently treating with 
concentrate HC1 to provide oxcarbazepine. This invention also relates to the 
process for the preparation of carbamazepine from iminostilbene . Further the 
present invention is directed to the novel crystalline form of 
10-methoxycarbamazepine . 
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RL: IMF (Industrial manufacture); SPN (Synthetic preparation); PREP 
(Preparation) 

(improved process for the preparation of oxcarbazepine from 
10-methoxyiminostilbene) 
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Treatment of 10-methoxyiminostilbene with triphosgene in toluene containing 
triethylamine afforded the N-chlorocarbonyl derivative, which underwent 
ammonolysis and subsequent hydrolysis to yield oxcarbazepine . 
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(Preparation) 

(preparation of iminostilbene derivs . ) 
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Method for synthesizing 
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The title method comprises: carrying out a reaction of 
10 , 11-dibromo-l 0 , 1 l-dihydro-5H-dibenz [b, f ] azepine-5-carbonyl chloride ( I ) 
and alkali metal hydroxide or alkali metal alkoxide in mixed solvent to 
obtain 10-methoxy-5H-dibenzo [b, f] azepine (II). The mixed solvent contains 
methanol and aromatic solvent. The alkali metal hydroxide is selected from 
potassium hydroxide, and the alkali metal alkoxide is selected from 
potassium methoxide . In detail, the method comprises: adding potassium 
hydroxide or potassium methoxide in methanol, heating to reflux, adding 
aromatic solvent and I, heating to reflux for 6-8 h, adding water, stirring, 
washing with water, standing, removing water layer, vacuum-evaporating, 
cooling, filtering, and drying to obtain II. The method is simple, has 
high yield, and is suitable for large-scale production 
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AB This invention relates to the preparation of 10-methoxy-5H-dibenz [b, f ] azepine 
(I) which is a key intermediate for preparation of the anticonvulsant 
oxcarbazepine by two step reaction starting from iminostilbene carbonyl 
chloride (II) instead of iminostilbene. The reaction involves bromination 
of II followed by methoxylation by sodium methoxide in methanol. This 
process allows to avoid one step of protection of secondary amino group 
via acetylation. 
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AB The invention relates to a process for the production of 

10-oxo-lO, ll-dihydro-5H-dibenz [b, f ] azepine-5-carboxamide (oxcarbazepine) , 
which is used in therapy as an anticonvulsant. For instance, protection 
of iminostilbene followed by halogenation in presence of methanol gave the 
intermediate compound (I) . Dehydrohalogenation of the compound I followed by 
deprotection, carboxamidation, and hydrolysis gave the oxcarbazepine. 

IT 4698-11-7P 

RL: IMF (Industrial manufacture); RCT (Reactant) ; SPN (Synthetic 
preparation) ; PREP (Preparation) ; RACT (Reactant or reagent) 
(preparation of oxcarbazepine as anticonvulsant) 
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AB The invention relates to a process for the preparation of oxcarbazepine (I) 
from 10-methoxyiminostilbene (II) . Oxcarbazepine is an anticonvulsant 
agent used for the treatment of Parkinson's disease and AIDS-related 
neural disorders. The process of the invention gives good guality and 
yield of oxcarbazepine, avoiding the use of hazardous materials, and 
higher temps., making the process more com. attractive. The target compound 
may be prepared according to the process of the invention as shown by the 
following example. Addition of II to sodium cyanate in the presence of 
chloroacetic acid in chloroform at 10-15 °C for 6 h gave the 

N-carbamoyl derivative of II, which underwent cleavage with p-toluenesulf onic 
acid at 75-80 °C in toluene to give oxcarbazepine (I) in 66% yield. 
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AB Accordingly, the invention provides a process for the purification of 

oxcarbazepine. Oxacarbazepine dissolved in agueous basic solution extracting 

with 

organic solvents and acidifying the agueous solution followed by filtration of 

the 

separated solid by conventional methods to obtain pure Oxacarbazepine. 
Oxacarbazepine can be represented by formula (I) . 
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AB A process for preparing oxcarbazepine I, a more tolerable alternative to the 
popular anticonvulsant drug carbamazepine , comprising: (a) reacting 
oximinostilbene II with chlorosulf onyl isocyanate in an inert organic solvent 
and isolating compound III, (b) hydrolyzing III to form crude oxcarbazepine 
I, and (c) purifying oxcarbazepine. 
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(Preparation) 
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AB Novel process for preparation of 10-oxo-l 0 , 1 l-dihydro-5H-dibenz [b, f ] azepine-5- 
carboxamide (oxcarbazepine) , known anticonvulsant drug, comprising the 
steps: (a) reacting 10-methoxy-5H-dibenz [b, f ] azepine with 

bis (trichloromethyl) carbonate (BTC) and organic base such as aliphatic or 
aromatic 

tertiary amines in organic solvent, (b) conversion of the intermediate acid 

chloride to 10-methoxy-5H-dibenz [b, f ] azepine- 5 -carboxamide using ammonia 

in organic solvent, (c) treating the intermediate with Lewis acid in an organic 

solvent at a temperature between 25 °C to 80 °C, preferably at 

50°C to 70°C, and (d) isolating oxcarbazepine. The main 

objective of the invention was to provide a cost effective, safe and high 
yielding process for the production of 

10-methoxy-5H-dibenz [b, f ] azepine-5-carbonyl chloride from 
10-methoxy-5H-dibenz [b, f] azepine without the use of phosgene gas. 
IT 28721-07-5P, Oxcarbazepine 
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(Preparation) 
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(oxcarbazepine) via 10-methoxy-5H-dibenz [b, f ] azepine-5-carbonyl 
chloride) 
RN 28721-07-5 CAPLUS 

CN 5H-Dibenz [b, f ] azepine-5-carboxamide , 10, ll-dihydro-10-oxo- (CA INDEX 
NAME) 




IT 4698-11-7, 10-Methoxy-5H-dibenz [b, f ] azepine 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of 10-oxo-10 , ll-dihydro-5H-dibenz [b, f ] azepine-5-carboxamide 
(oxcarbazepine) via 10-methoxy-5H-dibenz [b, f ] azepine-5-carbonyl 
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The structure of the title compound, C16H14N202, contains a seven-membered 
ring that adopts a boat conformation, and the overall mol . shape is that 
of a butterfly. In the packing, the mols . form a convoluted H-bonded 
polymer via a typical R22 (8) graph-set dimer, between carboxamide groups, 
and an R22 (16) graph-set dimer formed through an interaction between the 
2nd carboxamide NH group and an adjacent methoxy 0 atom (in each mol.). 
The dihedral angle between the benzene rings is 56.09(5)°. 
Crystallog. data are given. 
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RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(reaction of methoxydibenzazepine with sodium cyanate in presence of 
monochloroacetic acid in toluene) 
4698-11-7 CAPLUS 

5H-Dibenz [b,f ]azepine, 10-methoxy- (CA INDEX NAME) 



CORPORATE SOURCE: 



SOURCE 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 



OMe 




REFERENCE COUNT: 9 THERE ARE 9 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



Page 29 



10/598,623 



L62 ANSWER 15 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 
AUTHOR (S) : 



RN 
CN 



4 6 CAPLUS COPYRIGHT 2011 ACS on STN 
2005:474383 CAPLUS 
143:413799 

10-Methoxy-5H-dibenz [b, f ] azepine 

Nagara j , Basavegowda; Yathirajan, Heinmige S.; Lynch, 
Daniel E. 

Department of Studies in Chemistry, University of 
Mysore, Mysore, 570 006, India 

Acta Crystallographica, Section E: Structure Reports 
Online (2005), E61(6), ol757-ol759 
CODEN: ACSEBH; ISSN: 1600-5368 

URL: http://journals.iucr.Org/e/issues/2 0 05/0 6/0 0/bh60 
06/index . html 
Blackwell Publishing Ltd. 
Journal; (online computer file) 
English 

The structure of the title compound, C15H13NO, has six independent mols . in 
the asym. unit; in each case, the seven-membered ring adopts a boat 
conformation and the overall mol . shape is that of a butterfly. All mols. 
display N-H ■ ■ ■ C=C close contacts, instead of 
N-H- ■ -O interactions. The intramol. dihedral angles 

between the benzene rings are within the range 43 . 7 ( 1 ) -4 6 . 4 ( 1 ) ° for 
the six mols. Crystallog. data are given. 
4698-11-7P, 10-Methoxy-5H-dibenz [b, f ] azepine 
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A novel industrial process for the antiepileptic drug oxcarbazepine 1 has 
been developed. Unlike the old process, the new process is free from 
halogenated solvents and can be performed in standard production eguipment. It 
starts from com. available 1 , 3-dihydro-l-phenyl-2H-indol-2-one 10. In the 
key step, an electrophilic ring closure reaction of 
2- [ (methoxycarbonyl) phenylamino] benzeneacetic acid 5 to 

10, ll-dihydro-10-oxo-5H-dibenz [b, f ] azepine-5-carboxylic acid Me ester 6 in 
polyphosphoric acid was applied. For the manufacture of 5, a highly efficient 
process using a dianion strategy was developed. 
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AB A simple and straightforward process for the large-scale synthesis of 

oxcarbazepine (I) , the active ingredient of Trileptal, a medicine for the 
treatment of epilepsy, has been developed. Starting from readily 
available 1 , 3-dihydro-l-phenyl-2H-indol-2-one , a Friedel-Craf ts 
cyclization strategy provides a direct route to the tricyclic framework of 
the target mol . Crucial to the success of the strategy was the choice of 
the proper nitrogen-protecting group. 
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AB The photoprocesses of a series of N-substituted dibenz [b, f] azepines 
(iminostilbenes) (I; R = H, Me, ET, CN, CH2Ph, acetyl, naphthalenyl , 
CONH2, COC1, etc.; Rl = H, OMe, Br, CN, 1-piperidinyl ) , were studied by 
absorption and emission spectroscopy, by laser flash photolysis, and by 
preparative irradiation with NMR anal. In solns . , 2n+2n photodimers of 
N-cyano and N-acyl dibenzazepines II (R = CN, CHO, acetyl, 1-oxopropyl, 
PhCO, naphthalenylcarbonyl, tr if luoroacetyl , COC1, CONH2, 4-benzoylphenyl ; 
Rl = H) are formed via the triplet state upon acetone- or 
benzophenone-sensitized energy transfer. Triplet-triplet absorption 
spectra were measured and absorption coeffs. were determined The triplet 
energy transfer is equally efficient for N-alkyl dibenzazepines, which do 
not dimerize. Excited states of nn* character in the latter cases are 
discussed to rationalize the different reactivities. In spite of 
negligible intersystem crossing of 21 dibenzazepine derivs . , photodimers 
of N-acyl and N-cyano dibenzazepines are formed upon direct excitation in 
concentrated solns. (0.01-0.1 mol dm-3) as well as in the solid state. A 
selective anti-configuration of the photodimers was found throughout. 
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AB The present invention provides a method of preparing a 

5H-dibenz [b, f ] azepine-5-carboxamide I [R1-R4 = H, halo, N02, CN, etc.; R2 
and R3 can together form a bond] comprising reacting a 
5H-dibenz [b, f ] azepine II with a cyanate salt selected from the group 
consisting of alkali metal cyanate salts and alkaline-earth metal cyanate 
salts, and a salt of an amino compound having no N-H bonds, wherein the salt 
has a Ka (25° C) of at least about 10x10-11. Thus, reacting 
10-methoxy-5H-dibenz [b, f] azepine with NaOCN and pyridinium bromide in PhMe 
followed by hydrolysis of the resulting enol ether with 10% HC1 afforded 
10-oxo-lO, ll-dihydro-5H-dibenz [b, f ] azepine-5-carboxamide (oxcarbazepine ) 
which is known to control some types of seizures in the treatment of 
epilepsy (no biol . data given). Preparation of carbamazepine is also 
described. 
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2 h followed by cooling to give oxcarbazepine of 99.45% purity. 
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AB The invention relates to new processes for the preparation of the 

pharmaceutical oxcarbazepine I, as well as novel intermediates prepared by 
or used for said processes, and the preparation of said intermediates. Thus, 
carbamoylation of II [Rl = alkyl] (preparation given for Rl = Me) with a metal 
cyanate in AcOH followed by hydrolysis of III affords the 
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Benzyl- and allyl-protected N-tol-2-ylanthranilamides were efficiently 
prepared by Buchwald-Hartwig C-N cross coupling reactions, followed by 
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AB 5H-dibenzo [b, f] azepines, such as I [R = (CH2)nNRlR2; Rl = H, Ph, benzyl, 
phenethyl, alkyl, etc.; R2 = Ph, benzyl, phenethyl, alkyl, etc.; XY = 
CH2-CH2 , CH=CH, CH=CR3; R3 = OH, OPh, alkoxy; n, m = 1 - 10] , were prepared 
for use as selective M2 muscarinic receptor antagonists and can be used in 
the treatment of cardiovascular disorders, particularly bradycardias and 
bradyarrhythmias and in the treatment of cognitive disorders such as 
Alzheimer's disease. Thus, 5H-dibenzo [b, f ] azepine II [R = (CH2)4NEt2] was 
prepared via a multistep synthetic sequence starting from 
l-benzyl-4-piperidone, tri-Et 4-phosphonocrotonate , and 
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AB A series of 5H-dibenz [b, f ] azepines , e.g. I (R = H, MeO, EtO, BuO, PhO; n = 
1, 5, 9; m = 2, 4, 7) , was prepared and evaluated for binding affinities to 
muscarinic receptors in vitro. Among them, compound I (R = H; n = 1; m = 4) 
(II) showed a high affinity for human recombinant M2 receptors (Ki=2 . 6 
nM) , a low affinity for M4 receptors (39-fold less than for M2 receptors) 
and a very low affinity for Ml and M3 receptors (119- and 112-fold less 
than for M2 receptors, resp.) . This high M2 selectivity may be attributed 
to the olefinic bond of the azepine ring. Functional expts . showed II to 
be a competitive antagonist with high affinity to the cardiac (pA2=7.1) 
and low affinity to the intestinal muscarinic receptors (IC50=0.54 jjM) . 
In vivo expts. confirmed the in vitro M2 selectivity of II. 

Acetylcholine-induced bradycardia was dose-dependently antagonized in rats 
after both i.v. and intraduodenal administration of II. In rats, 
cholinergic functions mediated by Ml or M3 receptors (salivary secretion, 
pupil diameter, gastric emptying, intestinal transit time) were not affected 
by the oral administration of II even at doses as high as 30 times the 
antibradycardic ED. Furthermore, II had no analgesic activity in mice, 
indicating poor central nervous system penetration. In dogs, nocturnal 
bradycardia was dose-dependently inhibited by the oral route with a 
duration of action of about 24 h. Compound II appears to be a promising 
cardioselective antimuscarinic agent for the treatment of dysfunctions of 
the cardiac conduction system such as sinus or nodal bradycardia 
("sick-sinus syndrome") and atrioventricular block. 
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AB The title compds . [I; Rl, R2 = H, halo, CF3, etc.; Y = N(CH2), CH(CH2), 
C(:CH) (group in brackets does not participate in the ring system); X = 
CH2C(0), C(0)CH2, CH2S, etc.; r = 1-3; m = 1-2; n = 1 when m = 1; n = 0 
when m = 2; R3, R4 = H, bond (when m = 2) ; R5 = OH, Cl-6 alkoxy] and their 
salts, useful for the clin. treatment of painful, hyperalgesic and/or 
inflammatory conditions in which C-fibers play a pathophysiol . role by 
eliciting neurogenic pain or inflammation, were prepared and formulated. 
Thus, treatment of 10-methoxy-5H-dibenz [b, f ] azepine/THF with BuLi/hexanes 
followed by addition of Br (CH2 ) 3C1/THF, reaction of the resulting 
l-chloro-3- (10-methoxy-10, ll-dihydro-5H-dibenzo [b, f ] azepin-5-yl) propane 
with Et (R) -3-piperidinecarboxylate tartrate in the presence of K2C03, KI 
in MeC(0)Et and hydrolysis of the ester group afforded (R)-II.HCl which 
showed 21% inhibition of formalin induced pain response at 0.1 mg/kg. 
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AB Compds. I [Rl, R2 = H, halo, CF3, OH, alkyl, alkoxy; Y = various trivalent 
branched radicals: CH2N(CH2), CON(CH2), (CH2)NC0, CH:C(CH2), OCH(CH2), 
(CH2)CHO, SCH(CH2), etc. (fragments in parentheses not in ring); X = O, S, 
CR6R7, CH2CH2, CH:CHCH2, COCH2, OCH2, CH20, SCH2, NR8, NR9, etc.; q, p = 
0, 1; r = 1-3; m = 1, 2; n = 1 when m = 1; n = 0 when m = 2; R3, R4 = H, 
or R3R4 = bond when m = 2; R5 = OH, alkoxy; R6-R9 = H, alkyl] and their 
pharmaceutically acceptable salts are disclosed. The invention also 
relates to esters of I, methods of preparation of I, compns . containing the 
compds., and their use for the clin. treatment of painful, hyperalgesia 
and/or inflammatory conditions in which C-fibers play a pathophysiol . role 
by eliciting neurogenic pain or inflammation. For example, 
6, ll-dihydro-5H-dibenz [b, e] azepine was subjected to a sequence of: 
N-acylation with C1CH2CH2COC1 (100%), reduction of carbonyl with LiAlH4 , 
amination of the chloride with (R) -3-piperidinecarboxylic acid Et ester 
tartrate (42%), and alkaline hydrolysis and acidification of the ester (74%), 
to give title compound II.HC1. At 0.1 mg/kg in mice, II.HC1 gave 36% 
inhibition of formalin-induced paw pain response. 
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(starting material; preparation of tricyclic azaheterocyclic carboxylic 
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AB The title compound I was prepared by direct carbamoylation of 

10-methoxy-5H-dibenz [b, f ] azepine II with isocyanic acid generated in situ 
from cyanates and acids and subsequent acid hydrolysis of the enol ether 
III. Compound I was also prepared by acid hydrolysis of II followed by 
carbamoylation of the intermediate IV with C1S02NC0. 
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AB The reaction of 5-acetyl-5H-dibenz [b, f ] azepine with sodium-hypochlorite 
led to the 5-acetyl-10 , ll-epoxy-10, ll-dihydro-5H-dibenz [b, f] azepine I. 
The lithium iodide induced rearrangement of I gave the ketone which 
reacted with trialky-orthof ormates leading to the vinyl ethers II (R = Me, 
Et) . 
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AB A procedure for preparation of the title compound (oxcarbazepine) from 
10-methoxy-5H-dibenz [b, f] azepine (I; R = H) entailing consecutive 
chlorocarbonylation, ammonolysis, and hydrolysis is thus characterized: 

(1) chlorocarbonylation of I (R = H) with 30-70% molar excess diphosgene 
is carried out in aromatic hydrocarbon, halogenated or alkylated aromatic 
hydrocarbon solvent at 70-140°; (2) ammonolysis of the resultant I 

(R = COC1) is carried out without its isolation or purification, and without 
disruption of the reaction system, with NH3 (g) at 60-90°; (3) the 
resultant carbamoyl derivative I (R = CONH2) is converted by known methods to 
oxcarbazepine. Thus, when step (1) is carried out in boiling PhMe, step 

(2) at 70° with NH3 bubbling, I (R = CONH2) is obtained in 58.9% 
yield. Hydrolysis of I (R = CONH2) in 2 M HC1 afforded 73.5% 
oxcarbazepine . 
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CN 5H-Dibenz [b, f ] azepine-5-carboxamide, 10 , 11-dihydro-l 0-oxo- (CA INDEX 
NAME) 
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IT 4698-11-7, 10-Methoxy-5H-dibenz [b, f ] azepine 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(reaction of, with diphosgene, followed by in situ ainmonolysis) 
RN 4698-11-7 CAPLUS 

CN 5H-Dibenz [b, f] azepine, 10-methoxy- (CA INDEX NAME) 



OMe 
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PATENT INFORMATION: 



1994 : 164008 CAPLUS 

120:164008 

120:28931a, 28934a 

New process for producing 

10-alkoxy-5H-dibenz [b, f ] azepines starting from 
5-acetyl-5H-dibenzazepine 

Haasz, Ferenc; Galamb, Vilmos; Hosztafi, Sandor; 

Szabo, Jozsef, Mrs.; Garadnay, Sandor 

Alkaloida Vegyeszeti Gyar, Hung. 

Hung. Teljes, 11 pp. 

CODEN: HUXXBU 

Patent 

Hungarian 

1 



PATENT NO. 

HU 63391 
PRIORITY APPLN. INFO. 
OTHER SOURCE (S) : 
GI 



KIND 

A2 



DATE 

19930830 



APPLICATION NO. 



DATE 



HU 1991-4118 
HU 1991-4118 



19911227 
19911227 



CASREACT 120:164008 




AB A process for preparation of title compds . I (R = Me, Et) entails (1) epoxidn. 
of 5-acetyl-5H-dibenzazepine II with NaOCl in presence of silica gel, (2) 
rearrangement of the resulting epoxide III to ketone IV, (3) enolization 
of IV with orthoformate ester in presence of acid to 

acetylalkoxydibenzazepine V, and (4) alkaline hydrolysis of V to I. Thus, 
epoxide III was prepared in 90.1% yield in step (1), and could be submitted 
to step (2) without further purification Rearrangement of III was accomplished 
in presence of MgI2.0Et2 in CHC13, affording 75.1% ketone IV. Enolization 
of IV in MeOH with (EtO) 3CH in presence of HCl/2-propanol afforded 94.4% 
acetylmethoxydibenzazepine V (R = Me) . Alkaline hydrolysis of V (R = Me) with 
KOH/ethylene glycol afforded 80 . 3% I (R = Me) . 
IT 4614-46-4P 4698-11-7P, 

10-Methoxy-5H-dibenz [b, f ] azepine 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 
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(preparation of) 
RN 4614-46-4 CAPLUS 

CN 5H-Dibenz [b, f ] azepine, 10-ethoxy- (CA INDEX NAME) 



OEt 




RN 4698-11-7 CAPLUS 

CN 5H-Dibenz [b, f] azepine, 10-methoxy- (CA INDEX NAME) 
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PATENT ASSIGNEE(S): Syva Co., USA 

SOURCE: U.S., 7 pp . 
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DOCUMENT TYPE: Patent 

LANGUAGE: English 
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PATENT NO. 



KIND DATE 



US 4275160 

JP 57035522 

JP 02037543 
PRIORITY APPLN. INFO.: 
ASSIGNMENT HISTORY FOR US 
OTHER SOURCE (S) : 
GI 



19810623 
19820226 
19900824 



PATENT AVAILABLE 
MARPAT 95:126247 



APPLICATION NO. 



US 
JP 



1979- 55419 

1980- 109083 



US 1979-55419 
IN LSUS DISPLAY 



A 

FORMAT 



DATE 



19790706 
19800808 



19790706 



(CH2) 3NMe2 




AB The preparation of imipramine derivs . and their conjugation to proteins is 
disclosed. Thus the process provides for reagents which can be used in 
sensitive immunoassays or enzyme immunoassays for imipramine and its 
derivs . 

IT 4698-11-7P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and reaction with ( dime thylamino) propyl chloride) 
RN 4698-11-7 CAPLUS 

CN 5H-Dibenz [b,f ]azepine, 10-methoxy- (CA INDEX NAME) 



OMe 
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1976:180094 CAPLUS 
84:180094 
84:29183a, 29186a 

5-Alkyl-10- [aminocarbonyl (aminomethyl) (cyano) ] -10 , 11- 

dihydro-5H-dibenz [b, f ] azepine-10-alkanamines 

Cusic, John W.; Ellefson, Charles R. 

G.D. Searle and Co., USA 

U. S. Publ. Pat. Appl. B, 10 pp. 

CODEN: USXXDP 

Patent 

English 

1 



PATENT NO. 

US 520256 

US 3985730 

GB 1531493 

SE 7512262 

SE 412387 

DE 2549175 

FR 2289199 

FR 2289199 

AU 7586259 

AU 497525 

CA 1064030 

JP 51070786 
PRIORITY APPLN. INFO. 
GI 



KIND DATE 



15 

A 

A 

A 

C 

Al 

Al 

Bl 

A 

B2 

Al 

A 



19760113 
19761012 
19781108 
19760505 
19800619 
19760506 
19760528 
19800530 
19770512 
19781214 
19791009 
19760618 



APPLICATION NO. 

US 1974-520256 

GB 1975-45233 
SE 1975-12262 

DE 1975-2549175 
FR 1975-33571 

AU 1975-86259 

CA 1975-238931 
JP 1975-132393 
US 1974-520256 



DATE 

19741104 

19751031 
19751103 

19751103 
19751103 

19751103 

19751103 
19751104 
A 19741104 




AB 5H-dibenz [b, f ] azepine was acetylated, brominated, dehydrobrominated, 

reduced to give 10-bromo-5-ethyl-5H-dibenz [b, f] azepine, which was treated 
with CuCN and the 5-ethyl-5H-dibenz [b, f ] azepine-10-carbonitrile reduced 
and treated with Cl(CH2)nNRRl to give I (R = CN; Rl = R2 = Et, Me, Me2CH; 
Rl = Me, R2 = PhCH2; n = 2,3) . I (R = CN) was hydrolyzed to I (R = 
CONH2), which was reduced to I (R = CH2NH2) . At 12.5 mg/kg I (R = CONH2, 
Rl = Me, R2 = PhCH2, n = 2) -oxalate was antiarrhythmic. At 100 mg/ml I (R 
= CN, Rl = R2 = Me2CH, n = 2) . HC1 inhibited Propionibacterium acnes ATCC 
69199. 

IT 59190-51-1P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and reduction of) 
RN 59190-51-1 CAPLUS 
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CN 5H-Dibenz [b, f ] azepine-5-carboxylic acid, 10-bromo-, ethyl ester (CA INDEX 
NAME) 
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DOCUMENT TYPE: 
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PATENT INFORMATION: 



4 6 CAPLUS COPYRIGHT 2011 ACS on STN 
1973:431944 CAPLUS 
79:31944 
79:5181a, 5184a 

5H-Dibenz (b, f ) azepine derivatives 
Schindler, Walter; Blattner, Hans 
Ciba-Geigy Corp. 

U. S. Reissue, 14 pp. Reissue of U.S. 
73; 35241p) . 
CODEN: UUXXA2 
Patent 
English 
1 



3,501,459 (CA 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



19730417 



CH 1962-4683 



19710923 
19620417 



US 27622 
PRIORITY APPLN. INFO.: 
GI For diagram(s), see printed CA Issue. 

The dihydrodibenzazepines I [R = Me2N(CH2)3 MeO; Rl = H, Ac, Me] and the 
dibenzazepines II (R = Me, MeO, H, Me2NCH2, Me2NCH2CH2, Me2NOCCH2CH2 , 
1-pyrrolidinylmethyl, etc.; Rl = H, Ac) were prepared Thus, 
5-methyl-5H-dibenz [b, f ] azepin-10 (11H) -one was treated with NaH and 
Me2N(CH2)3Cl to give 5-methyl-l 1- [3- (dimethylaminopropyl-5H- 
dibenz [b, f] azepin-10 (11H) -one which was hydrogenated in presence of copper 
chromite /barium carbonate to give I [R = Me2N(CH2)3, Rl = Me] . 
4698-11-7P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of) 
4698-11-7 CAPLUS 

5H-Dibenz [b, f] azepine, 10-methoxy- (CA INDEX NAME) 



AB 



IT 



RN 
CN 
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SOURCE : 
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1971:76346 CAPLUS 
74:76346 

74:12387a, 12390a 

Fungicidal 10-acylamino- 10 , 11- 

dihydrodibenz [b, f ] azepines 

Fouche, Jean; Leger, Andre 

Rhone-Poulenc S. A. 

Ger . Of fen. , 19 pp. 

CODEN: GWXXBX 

Patent 

German 

1 



PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


DE 


2031236 




A 




19710107 


DE 


1970-2031236 


19700624 


DE 


2031236 


B2 


19750925 








DE 


2031236 


C3 


19760429 








FR 


2045705 


A5 


19710305 


FR 


1969-21176 


19690624 


FR 


2086796 


A6 


19711231 


FR 


1970-12838 


19700409 


NL 


7008793 


A 


19701229 


NL 


1970-8793 


19700616 


ZA 


7004238 


A 


19710224 


ZA 


1970-4238 


19700622 


GB 


1253486 


A 


19711117 


GB 


1970-1253486 


19700622 


US 


3792042 


A 


19740212 


US 


1970-48450 


19700622 


BE 


752411 


A 


19701223 


BE 


1970-752411 


19700623 


CH 


509758 


A 


19710715 


CH 


1970-509758 


19700623 


IL 


34788 


A 


19730430 


IL 


1970-34788 


19700623 


SE 


370237 


B 


19741007 


SE 


1970-8694 


19700623 


SE 


381162 


B 


19751201 


SE 


1973-1346 


19700623 


DK 


133466 


B 


19760524 


DK 


1970-3248 


19700623 


AT 


300464 


B 


19720725 


AT 


1970-5687 


19700624 


JP 


48037036 


B 


19731108 


JP 


1971-11358 


19710305 


US 


3882235 


A 


19750506 


US 


1973-384419 


19730801 


DK 


7405171 


A 


19750526 


DK 


1974-5171 


19741001 


DK 


133453 


B 


19760524 








PRIORITY APPLN. INFO.: 






FR 


1969-21176 


A 19690624 










FR 


1970-12838 


A 19700409 










US 


1970-48450 


A3 19700622 










DK 


1970-3248 


A 19700623 



GI 
AB 



IT 



RN 
CN 



For diagram (s) , see printed CA Issue. 

The title compds . (I), active especially against Erysiphe polyphaga, E. lini, 
Podosphaera leucotricha, Sphaerotheca pannosa, or Microsphaera berberidis, 
were prepared by acylation with C1COR1 of the 10-amino derivs . , prepared by 



known reduction of the oxime, in the presence of a base, 
17 compds. prepared were I (R and Rl given): Me, Et; H, 
H, hexyl; Pr, Et . 
4698-11-7P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of) 
4698-11-7 CAPLUS 

5H-Dibenz [b, f ] azepine, 10-methoxy- (CA INDEX NAME) 



e.g 
Et; 



, pyridine. 
Me, Pr; Et, 



Among 
Et; 
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CAPLUS COPYRIGHT 2011 ACS on STN 
1970:455985 CAPLUS 
73:55985 
73: 9197a, 9200a 

Antidepressant 5H-dibenz [b, f ] azepine derivatives 
Schindler, Walter; Blattner, Hans 
Geigy Chemical Corp. 
U.S. , 14 pp. 
CODEN: USXXAM 
Patent 
English 
1 



PATENT NO. KIND DATE APPLICATION NO. DATE 



US 3501459 19700317 US 19640825 

GI For diagram (s) , see printed CA Issue. 

AB Title compds . (I) and the corresponding 10, 11-dihydro compds . , where R = H 
or lower alkyl, Z = straight or branched chain Cl-6 alkylene radical and 
Rl is dialkylamino where the alkyl groups have 1-4 C atoms, which may be 
bound together directly or through O or a lower alkylimino group, were 
prepared Thus, 22.3 g 5-methyl-5H-dibenz [b, f ] -azepin-10- ( 11H) -one, 250 ml 
C6H6, and a suspension of 4 g NaNH2 in PhMe is refluxed 3 hr under N, 
cooled to 50°, 13.5 g Me2-NCH2CH2CH2C1 added, and the whole 
refluxed 20 hr to yield 5-methyl-l 1- (3-dimethylaminopropyl) -5H- 
dibenz [b, f] azepin-10- (11H) -one-HCl, m. 236-8°. This (free base) is 
hydrogenated over Cu chromite/BaC03 to yield 

5-methyl-10- (3-dimethylaminopropyl) -10 , 1 l-dihydro-5H-dibenz [b, f ] azepine 

(II), bO-008 172-6°. II was converted with refluxing HBr 

into 10- (3-dimethylaminopropyl) -10, ll-dihydro-5H-dibenz [b, f ] azepine, 

bO-004 160°; fumarate m. 27 6-8°. Many other compds. 

were cited, some with phys . consts . 

IT 4698-11-7P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(preparation of) 

RN 4698-11-7 CAPLUS 

CN 5H-Dibenz [b, f] azepine, 10-methoxy- (CA INDEX NAME) 



OMe 




H 
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CAPLUS COPYRIGHT 2011 ACS on STN 
1970:435241 CAPLUS 
73:35241 
73:5841a, 5844a 

Antidepressant 5H-dibenz [b, f ] azepine derivatives 
Schindler, Walter; Blattner, Hans 
Geigy Chemical Corp. 
U.S. , 14 pp. 
CODEN: USXXAM 
Patent 
English 
1 



PATENT NO. 


KIND 


DATE 


APPLICATION NO. 




DATE 


US 3501459 


A 


19700317 


US 


1966-564004 




19660711 


FI 43988 


B 


19710430 


FI 


1970-3169 




19701125 


US 27622 


E 


19730417 


US 


1971-183235 




19710923 


PRIORITY APPLN. INFO.: 






CH 


1962-4683 


A 


19620417 








US 


1962-242719 


A 


19621206 








US 


1964-399120 


A 


19640825 








CH 


1965-9799 


A 


19650713 








CH 


1965-10446 


A 


19650726 








US 


1966-564004 


A 


19660711 



GI For diagram(s), see printed CA Issue. 

AB Title compds . (I) and their 10, 11-dihydro derivs . , where R = H or lower 

alkyl, Z = straight or branched chain alkylene radical of 1-6 C atoms and 
Rl is a secondary amino group, are prepared Thus, 22.3 g 
5-methyl-5H-dibenz [b, f ] azepin-10 (11H) -one is dissolved in 250 ml C6H6, a 
suspension of 4 g NaNH2 in PhMe added, the mixture refluxed 3 hr under N, 
cooled to 50°, 13.5 g Me2N(CH2)3Cl added, and the whole refluxed 20 
hr to yield 5-methyl-l 1- (3-dimethylaminopropyl) -5H-dibenz [b, f [azepin- 
10 ( 11H) -one-HCl , m. 236-8°. The free base is hydrogenated over Cu 
chromite/BaC03 to yield 5-methyl-10- (3-dimethylaminopropyl) -10 , 11-dihydro- 
5H-dibenz [b, f] azepine (II), bO-008 172-6°. II was converted 
with refluxing HBr into 10- (3-dimethylaminopropyl) -10, ll-dihydro-5H- 
dibenz [b, f] azepine, bO-004 160°; fumarate m. 276-8°. 

IT 4698-11-7P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(preparation of) 

RN 4698-11-7 CAPLUS 

CN 5H-Dibenz [b,f] azepine, 10-methoxy- (CA INDEX NAME) 



OMe 
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1969:57689 CAPLUS 

70:57689 

70:10829a 

10-Amino-lO, 1 1-dihydrodibenzo [b, f ] azepines 

Fouche, Jean C. L. ; Gueremy, Claude G. A. 

Rhone-Poulenc S. A. 

S. African, 37 pp. 

CODEN: SFXXAB 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



ZA 6800345 
DE 1695666 
FR 1532301 
FR 94320 
GB 1180164 
GB 1180165 
US 3622565 
PRIORITY APPLN. INFO. 



19680619 



19711123 



APPLICATION NO. 

ZA 
DE 
FR 
FR 
GB 
GB 
US 
FR 
FR 



DATE 



19680117 
19670118 
19671109 



GI For diagram (s) , see printed CA Issue. 

AB The title compds . (I) (Rl, R2, R3 = H, Me, or Et) were prepared either from 
the oximes Ila of II or from I with other R2 and R3 . Thus, 13 g. Na was 
added in 90 min. to 19 g. Ila (R = Me) in 200 ml. BuOH at 100°, the 
mixture refluxed 20 min. and worked up to give, after extraction with 2N 

MeS03H, 

11.5 g. I (Rl = Me, R2 = R3 = H) (III), m. 96° (MeCN) . The 

following I (R2 = R3 = H) were similarly prepared (Rl, m.p., and (or) m.p. 

of salts given): H, 123° (hexane-C6H6 7:3), oxalate 194° 

(Me2CO) ; Et, 90° (heptane), fumarate 200° (EtOH) ; and 

Ph-CH2, methanesulfonate 205° (EtOH). Ila (R = Me), m. 

196°, Ila (R = PhCH2), m. 202°, Ila (R = H) , m. 168°, 

and Ila (R = Et) , m. 207°, were prepared from the corresponding II, 

m. 104°, 147° (Ger. 1,142,870), 141°, and 

120°, resp. II (R = H) was prepared from 10-methoxydibenz [b, f ] azepine 
(IV), m. 125° (Swiss 375,721), and II (R = Et) from 

5-ethyl-10-methoxydibenz- [b, f] azepine, m. 180°, prepared from IV. I 

(Rl = R2 = R3 = Me) (V), 6.3 g., m. 65-6° (agueous EtOH), was prepared 

from 6.7 g. Ill in 360 ml. EtOH by reaction with 40 g. 30% agueous CH20 and H 

in the presence of 18 g. Raney Ni . To prepare I (Rl = R2 = Me, R3 = H) 

(VI), 2.25 g. Ill was heated 2 hrs . with 14.8 g. HC02Et in an autoclave at 

80° to give 2 g. I (Rl = Me, R2 = HCO, R3 = H) (VII), m. 

142°, which was added in portions to 1.1 g. LLA1H4 in 180 ml. Et20; 

the mixture was refluxed 5 hrs. and worked up to give 1.9 g. VI.HC1, m. 

238-40°. The following I were similarly prepared: I (Rl = Me, R2 = 

Et, R3 = H) (VIII), fumarate m. 135-8° (EtOH), methanesulfonate m. 

196°, from I (Rl = Me, R2 = Ac, R3 = H) , m. 187°; I (Rl = 

Me, R2 = R3 = Et) , m. 70° (petr . ether), from oily I (Rl = Me, R2 = 

Et, R3 = Ac), made from VIII; I (Rl = R2 = Me, R3 = Et) , maleate m. 

135° (AcOEt) , from oily I (Rl = Me, R2 = HCO, R3 = Et) , made from 

VIII. V was also prepared from VI with Me2S04, and by LiAlH4-reduction of I 

(Rl 
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= R2 = Me, R3 = Et02C) , bO . 1 172-5°, made from VI. VI was also 
prepared with KOH from I (Rl = R2 = Me, R3 = CN) , m. 85-7°; with KOH 
from I (Rl = R2 = Me, R3 = HCO) , m. 95°, made from VII with Me2S04; 
and with Na from I (Rl = R2 = Me, R3 = p-MeC6H4S02 ) , m. 182-3°, 
prepared from I (Rl = Me, R2 = H, R3 = p-MeC6H4S02) , m. 158°, which 
was made from III. The title compds . , especially VI, act on the central 
nervous 

system as antidepressants, analgesics, anticonvulsants, and tranquilizers. 

They are given in doses of 5-50 mg./kg. animal weight, or 10-250 mg . daily 

adult humans . 
IT 4698-11-7P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(preparation of) 
RN 4698-11-7 CAPLUS 

CN 5H-Dibenz [b, f ] azepine, 10-methoxy- (CA INDEX NAME) 



OMe 




H 
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TITLE: Azepine derivatives 

INVENTOR(S): Geigy, J. R., A.-G. 

SOURCE: Neth. Appl . , 14 pp. 



CODEN: NAXXAN 



DOCUMENT TYPE: Patent 

LANGUAGE : Dutch 

FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



NL 6609781 
CH 454873 
CH 457446 
DE 1695082 
FR 1489912 
FR 6398 



19670116 



NL 1966-9781 



CH 
CH 
DE 
FR 
FR 
GB 
CH 
CH 



19660712 



GB 1099749 
PRIORITY APPLN. INFO.: 



19650713 
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OTHER SOURCE (S) : 



MARPAT 67:82124 



GI For diagram (s) , see printed CA Issue. 

AB The title compds . (I) are useful as antidepressants. Thus, a solution of 
5, 10-dimethyl-5H-dibenz [b, f] azepine in 375 cc . CC14 was mixed with 30.5 g. 
N-bromosuccinimide (NBS) and heated at 70° with 2 lamps (200 w.) 

3- 5 min. to give the 10-BrCH2 derivative (II), m. 109-11°. II (15 g.) 
in 50 cc. dry C6H6 at 0-5° was mixed with 10 g. Me2NH in 100 cc . 
C6H6, and then stirred 1 hr . at 40-50° to give I (Rl = R3 = R4 = 

Me, R2 = H) (III).HCl m. 225-8° (EtOH) ; III bO.Ol 140-4°. 

Similarly prepared were the following I (Rl = Me, R2 = H) (R3, R4, b.p./mm., 
and m.p. of the HC1 salt given): Me, H, 147-9°/0.05, 175-7°; 
Et, Et, 147-50°/0.04, fumarate 148-9°; [ (NR3R4 =) 

4- (2-hydroxyethyl)piperazin-l-yl, (Ha) , -, 214-7°; [ (NR3R4 =) 

4- methylpiperazino] , -, 224-9°; [ (NR31 =) 

1- (2-acetoxyethyl) piperazinyl] , -, -. 10-Methoxy-5H-dibenz [b, f] azepine, 
m. 124°, gave via 5-Et derivative, m. 186-8°, 

5- ethyl-5H-dibenz [b, f ] azepin-10 (11H) -one, m. 126-8°, and further 
the 5-ethyl-10-methyl-10 f ll-dihydro-5H-dibenz [b, f] azepine, which by 
treatment with NBS gave the 5-Et analog (IV) of II. From IV the following 
I (Rl = Et, R2 = H) were prepared: R3 = R4 = Me, b0.04 150-2° (HC1 

salt m. 247-9°); and (NR3R4 =) pyrrolidino, m. 92° (HC1 salt 
m. 170-2°) . Ill was also prepared by treating 

10- (dimethylaminomethyl) -5H-dibenz [b, f] azepine in PhMe with NaNH2, and 
then with Mel. Other I (Rl = Me) prepared were (R2, NR3R4, b.p./mm., and 
HC1 salt m.p. given): H, pyrrolidino, 160-4°/0.01, 130-2°; 
H, piperidino, 172-5°/0.01, 171-4°; H, Me2N, 
145-9°/0.04, 156-60°; Me, pyrrolidino, 168-7°/0.03, 

193-6°. The mixture of 17 g. Et piperazine-l-carboxylate in 100 cc . 
C6H6 and 15 g. II in 75 cc . C6H6 was refluxed 1 hr . ; then the crude 
product was refluxed 8 hrs . with 18 g. KOH in 72 cc . EtOH to give I [Rl = 
Me, R2 = H, (NR3R4 =) piperazino] . 2HC1 (V.2HC1), m. 814-19°. V (15 
g.) in 150 cc . PhMe and 70 g. K2C03 was boiled 4 hrs. with 12.5 g. 
HOCH2CH2Br, to give Ila. Ila may also be obtained from V and ethylene 
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CH 405319 
PRIORITY APPLN. INFO.: 

AB 



19660715 



RN 
CN 



CH 1960-1575164 19600805 
CH 19600805 
Addition of Br 407 in C HC13 250 to 5-acetyl-5H-dibenz [b, f] azepine 600 in 
CHC13 1200 parts gave 5-acetyl-10, ll-dibromo-10, ll-dihydro-5H- 
dibenz [b, f] azepine (I), m. 136-8°. From I 125 and NaOMe 135 in 
MeOH 1000 parts refluxed 16 hrs. was obtained 10 -me 

thoxy-5H-dibenz [b, f] azepine (II), m. 124°. A mixture of II268 and 
PhCH2Cl 192 in C6H6 1340 was stirred at 50-5° while adding NaNH2 62 
parts in PhMe to give 5-benzyl-l 0-methoxydibenz [b, f] azepine (III), m. 
121°. Refluxing III 318 in 2N HC1 1000 parts 1 hr . gave 
5-benzyl-5H-dibenz [b, f ] azepin-10 (HH)-one (IV), m. 152°. To the 
Grignard reagent from P (94. 2) and Mg (14.7) in Et20 180 at 0° was 
added IV 90 in C6H6 160 parts. After 36 hrs. at room temperature there was 
obtained an oily hydroxy compound that was refluxed 30 min. with 2N HC1 245 
parts to obtain 5-benzyl-l 0-phenyl-5H-dibenz [b, f] azepine (V). 
Hydrogenation of V 51 in EtOH with Na 135 gave 

5-benzyl-10-phenyl-10, 11-dihydro 5H-dibenz [b, f] azepine as an oil that was 
refluxed with 45% HBr 190 parts 2 hrs. to obtain 

10-phenyl-10, 1 l-dihydro-5H-dibenz [b,f] azepine (VI), m. 154° (EtOH). 
VI is useful as an antiallergenic and psychotherapeutic agent 
4698-11-7P, 5H-Dibenz [b, f] azepine, 10-methoxy- 
RL: PREP (Preparation) 

(preparation of) 
4698-11-7 CAPLUS 

5H-Dibenz [b, f] azepine, 10-methoxy- (CA INDEX NAME) 



OMe 
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2 pp.; Addn. to Swiss 383,977 (See Brit. 
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Patent 
Unavailable 
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943,277, CA 



PATENT NO. 
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CH 392515 
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GI 
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CH 1964-6915 19640527 
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For diagram (s) , see printed CA Issue. 
AB When I, where X is a hydrogen, halogen, or low mol . weight alkyl or alkoxy 
group, and Y hydrogen, halogen, or low mol. weight-alkyl group, and Z a low 
mol. weight alkyl or alkoxy group is reacted with at least twice the molar 
amount of an alkali metal compound ROM (II) of low mol. weight alkanol or 
alkenol 

content, where R is a low mol. weight alkyl or alkenyl group, III is 
obtained. R, X, Y have the above meaning for III. Reacting IV with Br 
yields I. Compds . of III have enol ether characteristics. Thus, to a 
solution of 600 g. 5-acetyl-5H-dibenz [b, f] azepine in 1.2 1. CHC13 (V) are 
added with mixing at 5-10° 407 g. Br in 250 ml. of V dropwise. The 
decolorized solution is cooled to -10° with stirring to give 
5-acetyl-10, ll-dibromo-10, ll-dihydro-5H-dibenz [b, f ] azepine (VI) , m. 
136-8°. To a solution of 135 g. NaOMe in 1 1. distilled MeOH are added 
125 g. VI and the mixture refluxed with agitation for 16 hrs . , 500 ml. MeOH 
distilled, and the reaction mixture refluxed another 24 hrs. After cooling, 
500 ml. H20 is slowly added to give 10-methoxy-5H-dibenz [b, f] azepine, m. 
124° (absolute EtOH) . In an analogous manner 
10-ethoxy-5H-dibenz [b, f] azepine, m. 132-3°, 
10-butoxy-5H-dibenz [b, f] azepine, m. 113-14°, 

10-methoxy-3, 7-dichloro-5H-dibenz [b, f] azepine, m. 182-3°, were 
prepared 



IT 



RN 
CN 



4614-46-4P, 5H-Dibenz [b, f ] azepine, 
4698-11-7P, 5H-Dibenz [b, f ] azepine, 
RL: PREP (Preparation) 

(preparation of) 
4614-46-4 CAPLUS 

5H-Dibenz [b, f ] azepine, 10-ethoxy- 



10-ethoxy- 
10-methoxy- 



(CA INDEX NAME) 



OEt 
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1964:432358 CAPLUS 

61:32358 

61:5620d-g 

10-Alkoxy-5H-dibenzo [b, f ] azepine and 

5H-dibenzo [b, f ] -azepin-10 (11H) -one derivatives 

Schindler, Walter; Blattner, Hans 

J. R. Geigy A.-G. 

3 pp. 

Patent 

Unavailable 

1 



PATENT NO. KIND DATE APPLICATION NO. DATE 



DE 1161279 19640116 DE 1960-G30937 19601115 

PRIORITY APPLN. INFO.: CH 19591116 

AB The title compds . (I) were prepared by N-alkylation of 

10-alkoxy-5H-di-benzo [b, f ] azepines . II were prepared by O-dealkylation of 
I. Thus, 10-ethoxy-5H-dibenz [b, f] azepine 12, m. 132-3°, in C6H6 50 
(volume) was treated with a C6H6 solution of Me2N(CH2)3Cl (from 9 parts HC1 
salt), NaNH2 2.2 parts suspended in PhMe added at 50-60° with 
stirring, the mixture refluxed 20 hrs . and cooled, H20 added, the mixture 
extracted 5 times with dilute HOAc, the extract basified and extracted with 
Et20, the 

ethereal extract dried (Na2S04) and evaporated, and the residue distilled to 

give 

80% 5- (X-dimethylaminopropyl) -10-ethoxy-5H-dibenz [b, f ] azepine, 

bO.OOl 160-1°; HC1 salt m. 166-9°. Similarly, the following 

II were prepared (R, X, Y, Z, Rl, R2, and m.p. or b.p. given) : Me, H, 

H, (CH2 ) 2 , Me, Me (III), m. 90°; Me, H, H, (CH2) 3, (NR1R2= 

)piperidino, bO.Ol 191-3°; Me, 3-C1, 7-C1, (CH2)3, Me, Me, m. 

96°; Bu, H, H, (CH2)3, Me, Me, b0.003 173°; Me, H, H, 

(CH2)3, Me, Me, bO.OOl 170°; Me, H, H, CH2CH2, (NR1R2= 

) 4-methylpiperazino, bO.03.03 195°, and Me, H, H, (CH2)2, (NR1R2= ) 

1 -methyl piperid-2-yl , bO.Ol 196-200°. Ill 10 in 2N HC1 80 was 

refluxed 1 hr . , cooled, basified with concentrated NH40H, and extracted with 

Et20, 

the extract dried and evaporated, and the residue distilled to afford 72% 
5- (0-dimethylaminoethyl) -5H-dibenz [b, f ] azepin-10 (11H) -one, bO . 01 
174-5°, m. 80°. Similarly, the following II were 

synthesized [X, Y, Z, Rl, R2, and m.p. and (or) b.p. given] :H, H, (CH2)3, 
Me, Me, b0.05 174°; m. 87°; H, H, (CH2)2, (NR1R2= ) 

morpholino, bO.Ol 202°; H, H, (CH2)3, (NR1R2) = piperidino, b0.005 

188°; H, H, (CH2)3, (NR1R2= ) 4-methylpiperazino, m. 122°; 

3-C1, 7-C1, (CH2)3, Me, Me, m. 87°; H, H, CH2CHMeCH2, Me, Me, b0.15 

178°, and H, H, (CH2)2, (NR1R2= ) 1-methylpiperidino, b.010 

202-5°. I and II were antihistaminics , anticholinergic agents, 

sedatives, and reserpine antagonists. These compds. also potentiate the 

action of narcotics. 

IT 4614-46-4 

RL: PRP (Properties) 

(10-Alkoxy-5H-dibenzo [b, f ] azepine and 
5H-dibenzo [b, f ] -azepin-10 (11H) -one derivatives) 

RN 4614-46-4 CAPLUS 

CN 5H-Dibenz [b,f] azepine, 10-ethoxy- (CA INDEX NAME) 
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19601116 



19620911 
19620911 
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RN 
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New dibenz [b, f] azepines are suitable as intermediate products for the 
synthesis of antiallergic and psychotherapeutic products. Thus, 407 parts 
Br in 250 parts CHC13 was dropped into a solution of 600 parts 
5-acetyl-5H-dibenzo [b, f ] azepine in 1200 parts CHC13 at 5-10°, while 
stirring. The decolorized solution was stirred and cooled to -10° 
until crystallization of the 5-acetyl-10 , ll-dibromo-10, lldihydro-5H- 
dibenzo [b, f] azepine took place. It was filtered off by suction and dried 
in vacuo, m. 136-8°. Also prepared were 
5-acetyl-l 0-bromo-5H-dibenzo [b, f] azepine, m. 109-10°; 
10-ethoxy-5H-dibenzo [b, f] azepine, m. 132-3°; 
10-methoxy-5H-debenzo [b, f] azepine, m. 124°; 
10-butoxy-5H-dibenzo [b, f] azepine, m. 113-14°; 
10-methoxy-2, 7-dichloro-5H-dibenzo [b, f] azepine, m. 182-3°; 
5H-dibenzo [b, f ] azepin-10 (11H) -one, m. 145-6°; 
3, 7dichloro-5H-dibenzo [b, f ] azepin-10 (11H) -one, m. 318-20°; 
3, 7-di-methyl-5H-dibenzo [b, f ] azepin-10 (11H) -one; and 
10-methoxy-5H-dibenz [b, f] azepine, m. 124°. 
4614-46-4P, 5H-Dibenz [b, f] azepine, 10-ethoxy- 
4698-11-7P, 5H-Dibenz [b, f] azepine, 10-methoxy- 
RL: PREP (Preparation) 

(preparation of) 
4614-46-4 CAPLUS 

5H-Dibenz [b, f] azepine, 10-ethoxy- (CA INDEX NAME) 



OEt 
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